i©/580956 

WO 2005/052165 1 PCT/JP2004/0 17375 

mmmwsimo 30 may 2006 

w m m 

mihft&ttV'f/i'xmtte&wm**? 5 mm s&ixi* 35 irfy 

[0001] *mmt*. Wcbft&^&irfA'X&tk&wm**? 5 m/ii »u« 35 irf 
ate^^ 11 s&ixra: 35 arfy^'T/kxo^T^— «a«r=i— K-rsste-T-fc 

[0002] J*JgttttVbni>>f^*j5fe (HAART) [2 % HIV ^^0#<D5Et^/>^fe^*b 
v>Sb*^#UTV^ 0 bd»Ucise> % HAART (CfctgiJfftB£«^t£<^3&£Wi«^ 

^$>5o HAART \Z.& HIV tfft®^^£L-Ca>g&&tt&<« ^jX*»e>© 

aids jtmte&^x* &&m*<>^&<D&w*^><DM&nftmzmmtfflm 

hiv ^^*j~r^K^M^*5v>T, t y>v?sfc (CTL) &*pfnW.ft 

S Wtbfe#«*17^^*SHI38$4xT#fco HIV ^^s^^K?^ 
Ankara tfc (rMVA)) {ftftf?Xm3lS£Tfift&&Xm4)sTTS?^Mftft1frX 
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jfcfcl2X mW^??— 7?^>(baciUe Calmette-Guerin) (&ftf?J:Wil3) * %&M { 

mx-(o^^jv^m^k%mz.io^x aids <Dmn^^±^z.tam^f^x\^{ 
#&w?xffi3, ^#fF^4, ##rp^c^5, $?®mxffis, &&&xmi5&£xf 

#^fF^Cmi6) 0 DNA T-laiHl^^fTV^ rMVA XWi^^^TO^^P^^ 

\t, hothf$.$k*3bifx\,^m<DT}b^xm, 1 &fcmm&ftt> 

[0003] £UTW#£*VTV V£ 5 !7f/!>^ (Ad5) « rMVA J;9t>3ft 

dna mmte£&to^tfyfflk\z.'?^xt>£<m9z&tix\/*& 0 u>*L&ifib. Ads raff 
-if (ore) xmm<Dmm(Dtcmc Ad5 ^*-£&^Lfc&^as^tLfc#rc>$B 

o 

TtV-M/K*^}* 51 <DtisLmm&3bV. ^thbfe 6 o©li(AA^F) m^|S$tv 

^T-ry>^V^(Ad2, Ad5 £t>^C(£JS-t-<5)£fflV^TVV5 0 Ad2 33«fcU* 

Ad5 f*t>oi:t>i<W^**b-C*50, DNA E2?0*"X?We)*^!:3&oTV^fc«>-e*>5(* 

^rpxmi9*3J:-a ; ^#fp^:M20) o ^n*-eow%*^, 3 ^r^y^/^(Ad3) 

„ 11 ST9V«M/W*(AdllK 35 §!T7V?M7K*(Ad35K 50 iTf/W/^i 
Ad50) (##fP^i^21^J;^#fF^:i^22)^^<DT7 f y^/^(D^<«(^# 
fF^7 % ##rF3S:M9, ^#fr^:mi3, #4#fF;Sc£Kl5. ^#fF^22, ##fF 
5:^23, ^^5:^24, #¥fffX&25, ##W:£iSfc26h coxsackievirus and 
adenovirus receptor (CAR) {Z.1fei^'f~Z>Z.bff%nibfrlX\/ N <5 0 CAR » % fcM^WOh 

Bm\z.mv>x^<mm.x\i^ 0 *<Dtz#> Ad5 teKh&£xmmz&\,^xff?m\zM 
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[0004] Ad5 SrSNfflUtJ^^fcUT, DNA^^tdiSlDlHl&igs Ad5 *<99>— \C&Z> 

ma#L&&ft?&&M7?^>'t£. f-/^fflv>7 v c shiv m$kmmnz}*\^x&g&v 

##fF:£itfcl:Haynes, B. F. et al., Science 271:324-328,1996 
##fF^C^2:Miedema, F. et al., Science 272:505-506,1996 
##fF:£iK3: Robinson, H. et al., Nat. Med. 5:526-534,1999 
#£4#fF:$CiSfc4:Amara, R. R. et al., Science 292:69-74,2001 
#4#ff 301*5: Shiver, J. W. et al., Nature 415:331-335,2002 

##fF3t£K6:Schnell, M. J. et al., Proc. Natl. Acad. Sci. USA 9 7:3544-3549,200 
##fF3Cfifc7:Mandl, C. W. et al., Nat. Med. 4:1438-1440, 1998 
##fP^Ci^8:Matano, T. et al., Vaccine 18:3310-3318,2000 
#tM#fF;£iK9:Caley, I. J. et al., Vaccine 17:3124-3135,1999 
##fF;$CSfcl0:Rose, N. F. et al., Cell 106:539-549,2001 
0!ftWXfflill :Xin, K.-Q. et al., Hum. Gene Ther. 13:1571-1581, 2002 
#4#fF;£fifcl2:Xin, K.-Q. et al., Hum. Gene Ther. 12:1047-1061, 2001 
#^fF^Ci^l3:Aldovini, A. et al., Nature 351:479-482,1991 
&¥?WXWtt4:Xin, K.-Q. et al., Blood 102:223-228,2003 
#4#fF;SC&fcl5:Barouch, D. H. et al., J. Viol. 75:5151-5158,2001 
##fF:£igU6:Barouch, D. H. et al., Science 290:486-495,2000 
&¥f¥fXfikn: Adams, J. Y. et al., Nat. Med. 8:891-896,2002 
I¥%rf?$:ttkl8: Thomas, C. E. et al., Nat. Reviews Genetics 4:346-358,2003 
#^fT-;££Kl9:Chroboczek, J. et al., Virol. 186:280-285,1992 
##ffciC£ifc20:van Ormondt, H. et al., Curr. Top. Microbiol. Immunol. 
110:73-142, 1984 

0¥f¥fXffli21 :Shayakhmetov, D. M. et al., J. Viol. 74:2567-2583,2000 
4¥¥rW?XWl22: Stevenson, S. C. et al., J. Viol. 69:2850-2857,1995 
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0<WnX^k23: Amara, R. R. et al., J. Viol. 76:7625-7631,2002 
#£#fr:£ifc24: Farina, S. F. et al., J. Virol 75:11603-13,2001 
^#fr^C^25:Jounai, N. et al., J. Gene Med. 5:609-617,2003 
^#fp^Cfifc26:Lieber, A. et al., J. Viol. 70:8944-8960,1996 
^l#f?;fcifc27:Lubeek, M.D. et al., Cell 106:539-549,1997 

[0005] *mw<Dwmte. x^±mm<. a^o^an^©^ hiv y?3->tvxnm^ 
mt£ Ads &m\<^tcMtcteM/ux^??--&mm~tz>^bfchz )o mat. mv^^x 
^??—&ft%}f&ttb-tz>mMm}&<®>x*&^x, hiv mmnmrn. hiv 

^-^/awc hiv m%£&mhL<te hiv mv^^\\^^w^^b\z.-h^> 0 

[0006] *mW#bfe, X^^^M<, ^0^$Jt£tf>r«V^ HIV yf^XDmft&nfmis 

xmmmK&mfrtco ^x, hiv mm^mmu Ad35 Ad5 
balb/c zm^xttmuttz.^ ^7^<^-©ias4iai mt>ffi<D 

M&;t!7^~T?>lVK* (Ankara W) ^99~^fcWm&*.y9?'-TV'<A>* ( 
wr W)^??— l-Jt^T, ftmizm^ hiv &mfot£M1fo&f&&RJ&i!> t M&£tiZ> 

ZbtmbfrfcteotCo DNA yV^\Z.&&®mfiM, ^(D^r^^^—iCX 

z&to&m-z. ii*n^fe«« 7 jir^ @ u:*iv vr, hiv fefcttzm-tzfft^-TV 

O^c^S^^;^ AIDS W^@^«I$IJi-SpjW^I7^^^/i«355-i 

[0007] %o-c, 0mmm 5 irf/w/^i^ th&^^^MVK*^^ 
-rsit^y-as, 11 s&ixw: 35 mr^/^/^^T^^—m^hvot^tntm 
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z**? 5 M/n s&ixr* 35 mr^y^^^^—im-r^o 
Ht, *mwfc, ±ie^7 5 m/n mb^<n 35 mTrsMw***—*:* 

HIV ^Ji^t-fflV^itj-etSo 

±IE0^7 5 m/n St)L<ll 35 STf/^/^^^-jo 
£Xf HIV O^^n-^St^fi^rtu.bl^^^^^W-r^^O^m^^- 

f/K*-^*— &&m-'tZ>Z.bfrht£Z>, HIV «B»£>lXtt HIV ffl!7^>"fk^ 

jeku ±m<D^y 5 m/n g&ixra: 35 ^T^v^-fy^^^-^ 

iu* m. hiv ^j^&^-t-s^^&s, hiv «^tjb<« hiv m^^^w^i 

[0008] ^wxm&ZM**? 5 ^/n rnuit 35 mr'rw^^??— h\ & 

^/VMHW)V^^fLXm^t)n^nX\^ MVA ^^-^±{-!SV^^JS 
"Cfe-So Zh\Z., •vVttfMz.lo^X^ ^m^yy 5 ^/ll ^blXfct 35 17 

tVSmW'*^*— t DNA y^^m^^^^M?^:^ iMA-^ 

/ll »UU 35 ^T^y^V^^-f^:, AIDS <Z>^3t££J$$lJ1-5®#J#)# 

hiv v?^is<Dmm<D-^m&&?FVkLx\,^ Q *fc, ^ea<^^7 5 ^/n mhv< 
n 35 mttV^M/i^^*-}*, ffi^tsfetwha^-r/^^fe (haart) \zm^^h 

nx^^m HIV #J<btt>K:J3v^- HIV m%£<Dft;m&£im'ffi%}ML&mt) 

izmft-tz>z.bhxzz> 0 Hfcii, &mw<n**7 5 §4/11 »Utt 35 I7f/W 
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[0009] *mW<D*c*7 5 M/ll S&lXhi 35 i7f;^^^-tt, 5»M 5 M 
TtV?mVk*1^ HIV (D^^D-^&tjU<«^ixtl^il<D^$:^-r6^:W 

-T/^o^r^^— Ki-^ae?-^ ll S&lXte 35 i7r/W;^» 

*5§^^>^7 5 M/11 Mtjb<« 35 mry*;^^*^??— &mm-rz>tcit>iz- 
m\^z>&mMm 5 ^r^v^/i^L-m, Mit^ ei fcsvMs^iUs^- 

El *3iTj? E3 /&S|&*£*V7c 5 ^T^/$MVV;^$f*U/\ HIV <7*x>-<n-:/M 
& (env)tb-Ctt, HIV 1 HIV 2 W&XM^tWf'fZfO HIV <7)x.^<n— 7* 

^S-T?fcoTt>J:v\ Stfc, hiv l ^ovvcte. U*(D?u— K(MM)^btvr 
*5<^ ^v-K A ^ ^V-R B K C D 1L K E Wfc}* 

<D\t^tl<D^Zf<D HIV ©xy^n- '7&&'X*fooXl>&\\ xi/^n-^geS: 

K^-«3t^*5J: WOT5y^ia^J{*J^^a-efc«?^ Gao, F., et al., J. Virol. 
70(3), 1651-1667 (1996); Ratner, L., et al., Nature 313 (6000), 277-284 (1985); 
Jounai, N. et al., J. Gene Med., 5, 609-617 (2003); Kim, F.M., et al., J. Virol. 
69(3), 1755-1761 (1995); Rodenburg, C.M., et al., AIDS Res. Hum. Retroviruses 
17(2), 161-168 (2001); Gao, F., et al., J. Virol. 72(7), 5680-5698 (1998); Gao, F. et 
al., J. Virology 70(10), 7013-7029 (1996) JfciffcfEScSiVt'JtStK $.tc NCBI <D*J— 
iS'^M^WSfrtiftl No. U51190, K03455, U39362, AF286224, U88822, 

U5H88 kvx^-tjm-e&Zo *mwx-\^ x^P-^ie^- K-rate^ 
m^x^xhxw z.<nx?ti;mgiittvxte, ^>"<v—-7m£i<DT^ym&m 
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SSPE, 2X7^vVHg#u 0. 5%SDS, 0. lmg/mll^fitli: DNA Sr^tr^ 1 * 1 

ifcfcra^v— k c ^ hiv o^^n-^e^^f^^i^^ate^w-r^ 

hiv (D gag ii^t>u<« ; e»^ma^^m^jA4tbfc^7 5 m/n §&l< 
35 irfy^^^^^- xh<>xh£^\ gag at^f*, hiv <d^t?i"<? 

mmm\Z4t%DX$><9, Gao, F., et at, J. Virol. 70(3), 1651-1667 (1996); Ratner, L., 
et al., Nature 313 (6000), 277-284 (1985); Jounai, N. et al., J. Gene Med., 5, 
609-617 (2003); Kim, F.M., et al., J. Virol. 69(3), 1755-1761 (1995); Rodenburg, 
CM., et al., AIDS Res. Hum. Retroviruses 17(2), 161-168 (2001); Gao, F., et al., J. 
Virol. 72(7), 5680-5698 (1998); Gao, F. et al., J. Virology 70(10), 7013-7029 

(1996) fttizmmztixio*), *tz ncbi <Di?-^s^?t>>tbmm?mm no. 

U51190, K03455. U39362, AF286224, U88822, U51188 tL-X A^vJ^XfrZo gag 

&m^-<D&mmfc^-x&oxh£\\ ^xmmm^tn. g a g insw^-K-r 
■^m&^mm^m^-tmm^ gag m^^-v-r^m&M<DT^ymmm^ 

M6£=<-K-r5it6H\ gag mte*bxbV>'i?^hte4kftX^7'yy 

-rxu gag mm*t^-vi-%m&mtmm<Dmm&mirz>m e£=-K-t-3it6i 
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[0010] ms^u—zfW &*tctt:Zjltb(D&m&&='~-h~-rz>mfc I ¥-, &5V^ gagitfc-7- 

tt\tt<D£mmfc*te. mtoKDi&te+ffimz.m^x pcr mm*mm-tz>m 

%a<DjTm\z£<9&Z>^k&X*%Z> 0 ^.thtbOftfete. Molecular Cloning 2nd 

Edt., Cold Spring Harbor Laboratory Press (1989) f©S*f|^V\ US 

mn<Dy^vy^-^B^m^tizxm^n^t^x^,Mci^mz^±m 

Molecular Cloning ^<Dm&^&^^iZ.L,X?TVZ.bfcX%Z> 0 

*&wx\-i, hiv <D^>^u-ym&hv<}tt<D&mfc&^-b'Tzmte?t& 

K HIV (DmWMfc^X&Z rev iHs^Gao, F., et al., J. Virol. 70(3), 1651-1667 
(1996); Ratner, L., et al., Nature 313 (6000), 277-284 (1985); Jounai, N. et al., J. 
Gene Med., 5, 609-617 (2003); Kim, F.M., et al., J. Virol. 69(3), 1755-1761 (1995); 

Rodenburg, CM., et al., AIDS Res. Hum. Retroviruses 17(2), 161-168 (2001); 
Gao, F., et al., J. Virol. 72(7), 5680-5698 (1998); Gao, F. et al., J. Virology 70(10), 

7013-7029 (1996); NCBI -J—>y<>^(DM^^^U No. U51190, K03455, 
U39362, AF286224, U88822, U51188) £r/BV vObcfcV\, 
Z.foh(D HIV (D^ls^u~7m&hL<\tt<D&&fc&=i—V-$-Z>1&fc z ?-, 

gag it^^fcte^GD^ite^sr. &mz.j&zx rev m^tm^ mm.^m^ 
xvi^mMm 5 mTy*svs(/vx{zm&&ttia*, wx.&, cmv ■jtt—z—w 

^M#n^/W*^cz^r— ^— K CAG /d^-(CMV ^u^—^—t^bV 0 
T^^tt—Z-CD^^Zftt-f^VlTm^ gag ltfc*$itcltt<D&m 

mm*, rev «e^-> ^^D-^e^^^^^^^^^-K-r^a^, ik 
mmu Kbmyi'nmmm&<D 293 m^xmrnrnm^x^m^-r^t^xm 

[0011] ^Mtfflv^ 11 S&iXte 35 i7fy?^©77^^- Ki~5 

it-g^-joiW^T^y^lH^lfmf^^I-efeOv Mei, Y.F. et al., Virology 206 (1), 
686-689, 1995; Dmitry M. et al., J. Virology, Mar. 2000, vol.74, 2567-2583; NCBI 
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U10272; NCBI AAA66361.1; Stone, D. et al., Virology, 2003, Vol.309, 152-156 ft 

^iEH^tvtv^o shaft t knob frbm&zfr, *mwxnm 

nznbfr^&&tiZ7T*s<-w&&^-h*tt&tettm\^ 0 *&mxtz, y 

mm&&mtt*<Dmmft&^-h*ttmte :: FX']b'oxi> x\ \ row** 
xtt. y7<4'*—m&<DT$smmm\z}s\<^x 1 mhi><n&:m<oT$smi&m$$: 

#£UTJ2, 0!l;t{£, ±lSbfc HIV (D&^V— 7Ifi(Di^|^f©^if^ 

-tzmfc^ommz 5 MT^/^-r/^o^r^^w^^ae^-^^bfc dna 

£fcHlSJE1?^£;fccD 293 nmz.Y7^*y~?^3l/tt^bK£Vm$L'fZ>Z.t 
*s-e# N 2KUT3^:7 5 §9/11 Sa<li 35 i7r;W/^^-?riit#5 

o 

[0012] £fc. immco^r^ 5 M/ll aKlJ 35 i7f/W/^'<^^-«:, WT(- 

0»Jx.tf > EU E3 $Cfi#JB5i§@! 5 WrfW/V*^ HIV IIIB CD rev Mfc 
?&£Xfi env jt^S^^^prtg^^tc^A^n, fr^Wi 5 I7t/!?^©7 
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&tltc&$&BJl<D*r?i : 7 5 SJ/35 STT/W^^-li, Avior Therapeutics, Inc 
(Seattle, WA)<Z)^y^*fflV^-C*^^f^»"t■•5rt!&S-e#*. <fc9f£*BH-I2> #J;tk£. 
CAG yn^"^-, HIV IIIB tf> rev it<g^:}o£tf env ilfe^-Mt^^xKy A 31^^- 
£ ; £rt"£5lt'f5 J F-®rJT" (CAG promotor-HIV IIIB rev/env-polyA)^ Jounai, N. et al., 
J. Gene Med. 5:609-617,2003 ^|E^tt/fc pCAGrev/env frb 5.2k bp Sal I/Pst I 
ffifthl-X^tafctZ)* Avior Therapeutics, Inc (Seattle, WA)<£>=¥s/M£te, Left hand 
shuttle plasmid tL-X, 5 iTry^'f /VO* (Ad5) <D 22-342 g&&:foJ;TJ? Ad5 
3523-5790 §P^$rffil^ijfl^^ffl(C#L-, E. coli on, T><K°i/V>Mi&&fcJ-&W^ 
ZfyX^F^-??— pLHSP Right hand shuttle plasmid bL>X, EL E3 £;M#if 5fi 
M 5 iTfy!?^!-, ^ 5 l77 f /W/^©77-l'/^jte^/i s 35 I7f/ 
V4/VX(D7t4^— it^f (Ad35 shaft i: Ad35 knob) {£3£^Rrtg&£5t-§&£;ft 
fc^yv--Yh/V^7^5K^^— pRHSP 5/35 fr<g$itlX\<^ 0 
[0013] *T , Ad5 22-342 Ad5 3523-5790 U^L, E. coli on, T^v^BSfttit^ 

pLHSP IC, CAG promotor-HIV IIIB rev/env-polyA ZftlS 
5.2k bp Sal i/Pst I BrJta^A^ttfc pLHSP-HIV ^Y/v^^Y^Uir^t^ 
^co 5.2kbp $rJT£ ^5^5 K^^— pLHSP <0^-;V^u— z^/{f^4Y<n— 
Eco R I i7-^h^#A-t-So #CWC % #btvfc pLHSP-HIV 2^/1^7*5 
Kte Pac I -CWWLTiBWJlKfcUfcfftte, ^7v/t^/7^5K^^^- pRHSP 
5/35 })>&#/l'i/pJ»m-V HEK 293 m^i^hy>^^>a>^-^>o YTs 

K7^9*s&Vk 7 je»e> 14 13 ^ Hgil!n?:/9— *£#*^S-£teJ:tK b#j 
t-TS^^<0^7 5 SJ/35 ^Tv^/?7-r/^(Ad5/F35-HIV)^#^i:^-e^5 0 
rO«t9^&t-i«5, m<D*mW<D**7 5 Si/11 »L<« 35 I7f/W^ 

[0014] &mW<D**7 5 SI/11 StUfi 35 ITf/W/i'^^-tt:, #SI-3&Vn 

hiv wsw»j^^ftsi«?S:^jei-5-t^-e#5. mats &mw<D**9 5 si 

/11 s&ixis 35 arf/w/^^-tt, 5 S'T^/lMA'.XC^T-l'^— »te 

11 S&lXtt 35 MT^/^^077^^--il^^g^tb-CV^fcfe, 
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tgoT, &$&W<D*?i7 5 3J/11 3!<t>L<tt: 35 m.T'fy^/^^df— IS. HIV 
^B£WBw^££L-C, hiv m7?3-i/tL.xm#>xm%r?1bZ>o HIV 

/^^ ; 5'-t#l^:fflv^?)^lao-c, — IS±^<d&^ hiv ^^^^B^^S 
-f/v^-<^^— i^t^ffl v n^is^<dhiv mv? : 7->kL.xmv>xm%)X*hz> 0 

^h<Dwmnm^^^^^-t\.x\t, 2 g&ixra 5 srf/w 
^lo^stfe^- ei * hiv (D^^-^w^^m-r^M^^-^yvxmM'L 

tzW&TCTfJV'i^, &>%>\^y?^-=-TV^\Z. HIV <D^l<"<vi— -fWte^ 

60 ^!>-Y/^-<^-tbT{*, ^^mmMUmzMnm\^hfoZ> pCAGGS(Gene 
108: 193-200, 1991)) , pBK-CMV, pcDNA3.U pZeoSV(^V£>ny^4± % ^YyW 

-^mtet'nmmm^??-^ hiv <D=c-^v—-7m&&mm.~f5i&te^=-y 

*fc, *&W<D*c^ 5 ^/ll S&L<tt 35 giT^veMW^^-te, Mfefe 

foXsYxiV^^mk (HAART) ^V^tl/CV^^l HIV Mtth^m^ ^ZZ.thX% 

s„ hiv mt^xte. m^mmmmm. ^^r-ifmmm^^mifh^ 0 
mm^&mm^fflte, hiv <d rna it^-aww*— t &ij!&{£&5iE?f?& dna 
KmK^&mm<nm%*wm-rz>mmxm. t^k^^>- (aztk v^/wc 

ddlh 7^^V(3TC), ^t'7kV(NVP)^^0ij^$^ o /pf7-fPMJl4 
, HIV V-f/V^m^ZtltZ- DNA HIV £M7l^t£ 

ttvw (idv) . ^-r\f;v (SQV) , U h^tvw (RTV) , ^M^^tVV (NFV) #<^0!J 

[0015] ^pjw^7 5 ^/n 3&L<ti 35 ^ttV^-ivw^^— £th— 
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ttis&agau mz.t£. pbs m<Dmmm. ^s^tk, m&7km&mvk&* &m 
\z.mcx^/^—^xm^mmu m ^xmm^m-m^mvx&Mm^mm 

3K>iXtt 35 l7fW^-tt, Ms fin*, me> ST, Art^StS- 

-rsatsu istttm, &5-immz.^xmtez>i)K mn&wAmdo io 9 ~io ,s 

fc, ^Ji5itS!^v^-<^— *7btt*^/v^-<^^— , *>«v*M*i HIV#Jfc}\ m 

m k &<>xmhmi££iriz&><Dx\zt£\ \ 

mmm 1 

[0016] (D ^ffl^Lziz 5 w/35 wrfsV'fwzff—nmm 

El, E3 iKm^MM 5 ^"tVcM/W^ ^V— K B m<D HIV t*-Cife6 HIV 
IIIB <D rev Jt^f-fc-fct* env fte^^^lBftJ^fc^ASfU 5 S»T 

^iM^^^T'lV*— 3ftte^i& s 35 ^7f/!?^©77^^3S€^i-^S 
Rrtg/iJ:5^g^$tV7t^Wodr^ 5 M/35 m7 s rMW<99—*. 
^iE«4-r^J:9{-. Avior Therapeutics, Inc (Seattle, WA^^s/h^fflV^tf^Uto 

CAG :/n^-*— , HIV IIIB <D rev mfc^-&£Tf env it^^Mt^tC^y A itfc 
^SrWt" ^it^^-^fM- (CAG promotor-HIV IIIB rev/env-polyA) te, Jounai.N. et 
al., J. Gene Med. 5:609-617,2003 (dfE^^tVfc pCAG rev/env #>ib 5.2k bp Sal 
I/Pst I Wf^^UT*«rr*Zlt^J:»)#fco 

Avior Therapeutics, Inc (Seattle, WA^^^Abfc^r^htCJi, Left hand shuttle 
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plasraid tLX, Ad5 22-342 Ufa, Ad5 3523-5790 Ufa. E. coli on, T^\fl^T^ 
ffifte^^fOT^SK-*^*— pLHSP Right hand shuttle plasmid £LT, El 

, E3 xm#mmm 5 itt;^!^ ^ 5 ^r^v-M/K^^r^-ae 

-T^ 35 i7f/W/^©77-f^- »fc^(Ad35 shaft t Ad35 knob) ^31^ rT 

mtexjizm&zntt^is^w^yx^^??— p rhsp 5/35 as-^aavcvs. 

[0017] £1* , Ad5 22-342 Ad5 3523-5790 E. coli ori, T^K'isV^Mtiki&fc 

■T-Sr^fO^^K pLHSP CAG promotor-HIV IIIB rev/env-polyA ^^T^> 
5.2k bp Sal I/Pst I BfJt^*A**V7t pLHSP-HIV S^M'^^K&f^SH-SfcJ?) 

CCO 5.2kbp Br^Sr y^^K^*— pLHSP (D^A-^P— ^V^+M'K)— 
oT?&£ Eco R I iMMdJfpALfco #CV pLHSP-HIV S^M'^^K 

tt Pac I "CEf^-U^K:, ^^^M^SK^*— pRHSP 5/35 tthK 
s \frW&fl&VJ>&rZ HEK 293 UM^Yy>^7^iyB^tz. 0 h7^7x^-> 3 y 

& 7 a>b 14 B IHh 7°v- wattr*?'?— 

B Wfc-fS^ISM^)^^ 5 IB/35 ?BT^y>>>f^;*(Ad5/F35-HIV)ri HEK 293 

*Bfl&ft-citm£-fr, csci 2 m»»iu-c#fco 
[0018] (2)iojofflfc^£r 

HIV env ZZS^tZ^igMMyf^—TV^X (Ankara strain, 
MVA-HrV)(Amara, R. R. et al.„ Science 292:69-74,2001; Amara, R. R. et al., J. 
Viol. 76:7625-7631,2002; Robinson, H. et al., Nat. Med. 5:526-534, 1999)^, Dr. 
Moss (Laboratory of Viral Diseases, National Institutes of Health, MD^b^iH&cFitX 
tz 0 HIV env &m%L-fZ)igMWV?^~T'}4s\>'X (WR strain, vPE16)fi±, AIDS 
Reagent Program, National Institutes of Health, MD (Cat. No. 362)^h>MAVfc 0 C 

tibom&x-vf^-Ttj/wi, zti^titijrtm&ktt^^vfMfot evi mm 

[0019] El, E3 Xm^mmm 5 iTf/^^l^, 2f?*r^~ tfZ(LacZ)£^-K1-5 
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m/35 MT^yV^/l-X^*— (Ad5/F35-LacZ)£:#7^bi^— - fef Z(LacZ)£3B3l 

Eb E3 Xm&igMM 5 ^Tx/^/^AdS-LacZMCOVNTKH-^l-^ 
£*VO ^ (Mizuguchi, H. et al., Gene 285:69-77,2002) » 

m&x.^/i>*<Dt)m-zx'<?hv7*h*— -csajeu 1 od =io 12 

260 

particles=10 10 plaque forming unit (PFU) tb-C^ttibfCo HIV IIIB rev env it 

•^F-Srf^O DNA r7^^>-(pCAG rev/env) l£oV NTte t'^&'&^avtV ( 
Jounai, N. J. Gene Med., 5:609-617, 2003) „ 

[0020] (3)H^i^dVkZ^m 

m&Z-P4/^<Dmm.$:$gM1rZ > tz!t>K, MVA-HIV, vPE16 (HIV env 35131 g Bit 
M^^—T-MAv^WRtfO „ Ad5/F35-HIV ^1^^(75 2 x SDS Mffilfc (125 mM 
Tris-HCU pH 6.8, 4% SDS, 20% ^y-fcn— /K 0.01% T/P^E-^y— /VTVv— % 10% 

&-*jvjj-7Y^&;M\zmMVfco io ^ftfl^Utib :ogte 4-12% &jgE*Ky 

T^yyVT§Ky/VT?«^t8cSbb/to Hybond ECL =hn-fe/Ha— 

Amersham Pharmacia Biotech, Buckinghamshire, England) fds^b, -^S^irt HIV 
gpl20 ^e/^n— ^-/V^t#: (hybridoma 902, AIDS Research and Reference Reagent 
Program, National Institute of Health, MD)*C gpl60 ^rl&tHbfCo ^(O^ 
affinity-purified horseradish peroxidase (HRP)^^/^^!^^^ Ig (ICN 
Pharmaceuticals, Inc, OH)"C^C;Sb, ECL Western Blotting Detection System 
(Amersham Pharmacia Biotech)^ X W7^?^JAZ.^%\jtz^ 
[0021] 2)*£m 

MVA-HIV. vPE16, Ad5/F35-HIV <n%&%& in vitro ^WMU^o ^<D^^mi 
tC^bfc 0 mifabftfa&Xyt^ $<J/\s*$rSt? lysates "Cfi gpl60 &&lii£tvfc.& 
, 293 *BJ5& lysates TfttJftm&Jvf, ^/^^-©l^Ciot HIV igfcW 

[0022] ffi&z&t/kZ&MM 
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8 M$p<D^ BALB/c Japan SLC. Inc., Shizuoka, Japan frbfflAL, 12 

»c*Lfc±:*5«3-Cfc<5. IS-a^^i^ 0iI@,l®B,2i@Bfc: i.m. "C PBS IE 
^$?Lfc 100^ g pCAG rev/env fc^V^i pCAG empty DNA (pCAG rev/env 
rev/env SrB&WcT^^K) 3 il g 10 10 particles Ad5/F35-LacZ i.m. 

Ad5/F35-HIV £: i.m. fcSV^i i.d. -CS^-Wio W^^-0*©S4 
S£«\ PBS \zMfm^tc 10 10 particles Ad5/F35-LacZ fcSV^S Ad5/F35-HIV £ i.m. 
„ i.p., s.c. &<^te i.d. "CJS^bfc. 
[0023] 2)^h7-v— T^ir-Y 

^h?^— 7yt>f«*M^^ 1 ji^mf-tTofeo PE ^ H-2Dd/pl8 T^r-7 
•v— (RGPGRAFVTI) AIDS Research and Reference Reagent Program, National 
Institute of Health, MD frbMAlstz* "rh^—Tvte^CDjjfete, Xin, K.-Q. et 
al., Hum. GeneTher. 13:1571-1581,2002 K^ttTV^^&^JBV^to ^BftLfcy 

i//<m-£ pbs iz&mut 4% ^^skmx- 4^c 30 ^f^n^^u ^<d^ 0.5 

ix g/10 6 cells CD8-FITC ^ffc(Ly-2, PharMingen) Srffll^'C 30#HQ^ 

-febfCo staining buffer (3% FCS, 0.1% NaN in PBS)T* 2 [HSfc^Uci^ 7^7^— ^ 

3 

37<C -C 15 ftffl^lr^-bU ^(D^^n—^-fM— (Becton 
Dickinso^-e^W^rfT-ofCo 
[0024] 3)M§a«ft1Mk^^fe(ICCS)T2H^f" 

IFNy-|£:£ CD8 + T JM&Ol&ttHi, the manufacturer's instructions 
(Cytofix/CytoPerm Plus kit, PharMingen, San Diego, CA)iZ.?F&tlX\;^Z>jjf£X?f o 

tzo ^^mm^hv^m^wm.^ ^nz hiv v3 -<^^k( 

NNTRKRIQRGPGRAFVTIGKIGN) 10 g/ml fc£t>fc 37<C "C 24 B^-tV^^— 
hbfeo -0-^-<— - ^a^T 2 B^Hlnc GolgiPlug 1 n g/ml Sr^PX./c 0 -fV^r^ 
— Va^Jj&T^, ^BUSf* staining buffer (3% FCS, 0.1% NaN in PBS)-Cl5fei£U 4% 

3 

-C^n^dr^Uc:^ phycoerythrin (PE)^/!^^?* CD8 ijCW- (Ly-2, 
PharMingen)-e^^,Lfc 0 ^-fe^, ^USSr Cytofix/Cytoperm solution 250 1 iZ-feM^ 
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X 4*C 20 ^^#fib7Co Perm/Wash solution-Cgfc^Uc:^ FITC V^fV^r^T. 
IFN-^#(PharMingen)£fflV^T 4t 30 #P^feU 7t3— 1MM— C##fL 

[0025] 4)m&X. 1 7? : 7'~T'>-4;^<Dm%kmWl 

£M7K*^^H®&{3:, Belyakov, I. M. et ah, Proc. Natl. Acad. Sci. USA. 
95:1709-1714,1998 $5£.Xf Xin, K.-Q. et al., Hum. Gene Ther. 13:1571-1581,2002 
iZ^tlX^^^m-Cff^tlc S&ma-tHW-l Iim env fefcttft%lirZ>m&X.V 
f^TV'f/^ vPE16 (AIDS Reagent Program, NIH, MD; Cat. No. 362) SrJBV^fc 
„ *1\ ^mmcD^yT^y^^^^— Ad5/F35-HIV g^t/^b 2 7 
ilP^^^tC 10 8 PFU <D vPE16 ^Jg^ftS^T^Sfe^-frfCo J$%& 601 

fc^^*»feWlfe«:«fWb, -t<olpm#BJia*je*ife»!:J:oTJ;<liCb^:«. CVl Ml 
j&tDTV— M^ttSlO^^^iO vPE16 O^^^flSSrP^fco JfiBfeLfcilW 

o 

[0026] 5)^— PMtir 

|Ht'<tWiWi(S.E.) -C^LfCo 7GjEB#*#*r Wot 

astr-flyau 5% -e&j&Hrofc 

[0027] (2)*t* 

i) r*fwtw<99—<ott m^xxf^m^M-r^mmm^. 

^^\C 10 n particles CftjffiB^ 10 f£<D$i^)(D Ad5-LacZ £ Ad5/F35-LacZ £ 
„ i.v. &5V^2 i.p. {diOS-^-bfCo 6 Bill, Kitayama Rabesu Corp., 

Nagano, Japan iZ-foMU Ztlb(Dfftm&£Xfi&m\Ztt^Z»m*.Wl*n o^t, 1^3 
Wife^ibBTEtfrSJ:^^ Ad5-LacZ S-^-^f* Ad5/F35-LacZ JS^S^Jt^T 
i.v. <b i.p. "C-tfL-^tx 10 {g, 2 ffirlSSV^ GOT , GPT &mJt> "PflUtC^ti-S^tttt 
„ Ad5-LacZ Ad5/F35-LacZ S^P^l^T^^te^ofco 

[0028] 2)^^^tD^A=3— ^ 

0 0 |H£ Ad5/F35-HIV (10 10 particles/mouse) Sn.m., i.d., i.p. &SV^3: s.c. X"? 
^l£©-§-U jfotf^/ra^hp— /VtL,X Ad5/F35-LacZ (10 10 particles/mouse)Sr 
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fCo ia4{^{t-5^#^(i.m. > i.d. > i.p. > s.c.)fcjU HIV 4$J^iMl«]IStt$6i£KJS0> 

3ft*Srsiftur*5«j, ices Ty^K&^^xh mm^mm^ntzimsx 

^7^VK(Ad5/F35-LacZ &#PMiite, 7^7^— TsHz-Tm 0.15% £TF\ ICCS 

Ty-t-raa 0.13% ^r-efeofco L7ci^or^i^<^^gE^{4 i.m., i.d. &-$-m&m 

[0029] 3) pCAGrev/env/Ad5/F35-HIV^^{C J;^g^ti(7)^iati^^^^ 

HIV #*W*«Bliatt*ft«r«W'f Sfcfei- 2 aigOTyir^&(^h7^-^, 

i.m. K«fc«5 Ad5/F35-HIV S^-Pte, DNA I7^>-(pCAGrev/env)iS:-§-S| 
CD 6 mSX±(D IFN-M± HIV CD8 + T jHMSSrffl^Lfc. ® 6 >° 

Ad5/F35-HIV |i % HIV ^^^M&^W-efc-S MVA-HIV, vPE16 XQhffl 2 
f&5S(V>JBBflatt^^SL, £kt-, pCAGrev/env t Ad5/F35-HIV KX&R&M 
7 Ad5/F35-HIV (Dfr&^Uzm&ktti&LX 3 fWI^-t&V vfc^J&^S: 

mmu-'o zxi&Dt&m* iccsr^±^xhmm^m^titc(m7) 0 tut, 

P CAGrev/env/Ad5/F35-HIV %L&%'<T<>tc.^V^\Z&h\zmM%&*fX'iXh, HIV 
18%, 19% j6>b 20%, 21% l^mM (H18), ^(^y^^^fi^tSS^tCafiV^J^ 

[0030] Ad5/F35-Hiv ^{zx^xmrn^tc^^mmm^^miz^-r^ 
mm~tz>tctb^ 21^1 hw env at^mHsatw* 

^-T>M/i^ vPE16 SrKJB!rt«ife$*fco !H9^-r«i:5K> 
Ad5/F35-HIV P CAGrev/env/Ad5/F35-HIV &-$-Pit>Kl, ^/^a^lfe 

W^fc, 7 jIP^ @ l£:i3V>-Ob, pCAGrev/env/Ad5/F35-HIV 
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titcd.d. t i.m. fem-ezi&eti 8% 1 9%) (igio) 0 *fc, mm%&'& im?%s\z. 

vPE16 O^^^^tfofc^, P CAGrev/env/Ad5/F35-HIV !7^f>©t^tJ:o 
H!l2{^i-«}:9{-x &$&BJ1<D Ad5/F35-HIV te, MVA-HIV (7) 1000 fgt><£> 

[0031] m ^W-R C 3* H1V(£> env MB±t ^ gfc± ££jE£zg 5 gJ/35 Jf7 

El, E3 X&0mMM5mT7 s y$^/l'X\Z > K C S! HIV(96ZM651.8#0tf> 

env ite^-(gpl20, 2kbp)i gag it^(1.5kbp)3&S»^fBfc£5te#A*;IX> 

W—Y C S! HIV (96ZM651.8#0 env gpl20 jt^^(2kb P> C/gpl20)*5«J: 

XI gag iftfc^-(1.5kbp, C/gag) (GeneBank No. AF286224)te, %Wk7LV^^^-T^-< 

vT331 #c(Gao F. et al., J. Virol., 1998, Vol. 72, 5680-5690) ~Qi%W>Vfc 0 
C/gpl20 *3j:VC/gag <£> DNA fcrJtfct, EITO^-Y^— SrfflWC PCR i£l£J;«9f£ 

C/ gpllOS'zf?^ — aagaattcctcgagaaaatgagagtgagggagatact 
C/gpl20-3'7°7^f aatctagatttttctctctccaccactctcc 
C/ gag-5'3/7-i'' ; < T ^ — aagtcgacaaaatgggtgcgagagcgtcaatat 
C/ gag-S'T 0 ^^ — aatctagattgagacaaggggtcgctgccaaa 
#bttfc C/gpl20 *3j:t5C/gag <D DNA WtJi^tl^^ IgG F c iH5^-( 
Barouch, D.H. et al., Proc. Natl. Acad. Sci. USA, 97, 4192-4197 (2000)) K^ff— 
bU C/gpl20-Ig #>£Xf C/gag-Ig-Srffr&Lfco C/gpl20-Ig iSXXf C/gag-Ig ^ 
tl^tl pIRES :/^5K(Cloneteck #M)(D Xhol 3d£Tj Sail 4>££®-e^n— 
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U C/gpl20-Ig-IRES-C/gag-Ig Sr^fc* C/gpl20-Ig-IRES-C/gag-Ig ®rJf£, 
pCAGGS ^7^.5;K(jounai, N. et al., J. Gene Med., 5, 609-617 (2003)) Z> Xhol <D 
$lM\Z-y"7?v—=->-y\-'tu CAG promoter-C/gpl20-Ig-IRES-C/gag-Ig-polyA 
#rJr£r Avior Therapeutics, Inc frtMMJt LHSP *<99— <D~?/U^?ri— =^y^f 
lMr-<D EcoRI iMWCflPAU pLHSP-HIV^W— KC^h/^7^.5;K^^L^o 
pLHSP-HIV^lx— KC^-rh/V^^Kl* Ad5/35 <D pRHSP ^b/^^—tth 
fc\ y7K7^^3^^(y^7^^hT^2000)^V>-CHEK293 UfoKYTsW =. 
^hbfc„ V5>X7=#*sa*QL 72^10 0 ffi, :A — hJ&*fi-CJ#tlU Zfy—^^Wt 
„ :/9-*i*&HEK293*BJ8&ta8lfe£l!\ ifcttg*^ CsCl »jRft-C2@»«l/C* 
1^— K C ^ HIV<DjipA£*Vfc Ad5/35-C^HIV/env/gag ^<^— Sr#fc 0 
[0032] (2) lFN-v ELISpot T-y-fevnc,t&fNffi 

■vp;* IFN-y fflCO ELIS J^yhTyfe^yh (Cat. 3321-2A-2, MabTech,Nacka, 
Sweden) SrJSWC, ft^jSlHW^I^ «fW©«#ffc»o"C IFN-y 0^13 

SPib, ^/V^-X^y— I^-IP MMMipore, Bedford, MA)£ 70% /W*5,fc 

TJJ PBS -C^5fe#-LfCo TV— h£ % PBS cp<D 10 m g/ml £v^?*IFN-y 7VV 
fet^(Anl8)-e 4^^^— h^SbfCo #CV^ ^Ix— r-Sriftj^U RPMI-1640 

10% fcs -e^a-e 2 nfrM^ny^Lfc. JWitts^fiJiiy^^fflija^^Pitufcy^ 

(1-10 X 105) Sr^JVHCjPfcfc. y^^mSr^ 10 jt g/ml HIV ^W— KC V3 ^ 
^^K(NNTRQSIRIGPGQTFYATGDIIGD)*3J;^ HIV ^V— VC gag -~v/^-R( 
DIKQGPKESFRDYVDRFFKTLR) "C 24 ^IfflJWftiEiibT^, ^JWaWEJUW 

U ftl vC\ 1 ix g/ml bT^^fctfrr IFN- y ^C#: (R4-6A2) , X.hKfhTW*' 
TslsXyft^yf—WO*^ 50 /z 1/well BCIP/NBT $^77^ — ^l£ff ( 
Kirkegaard and Perry Laboratories, Gaitherburg, MD) "(MV^r a^' — r-L-Tto ^zKyh 
%t&. aVfa- *— fy*^"^— v?##T&(KS Elispot, Carl Zeiss, Co., Ltd., 
Tokyo, Japan) -eiUjtfaiLfc. f«t©||««: 3 BUffofc 
Ad5/35-LacZ £fc{3 Ad5/35-C^HIV/env/gag <£> lO 10 ®^*" BALB/c Tp-XlE 
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mm^mn^tio -&mk 2 iira-e. hiv ifn- 7 ^mmmm^^mvfto 

[0033] (3) Mlk 

im3i^Ufd&m^#a>£J:5^ ^^^S^tf Ad5/35-LacZ fi^* 
50 SPC/million J^T« IFN-7 ft1&Wffld®ti&L,ti^L%k£:frtet)^t^ M^". 
env ^:/^K£fchfc gag ^^KT*#J$LAd5/35-CMHIV/env/gag &-$--*"?XX~ 
«U WIcKifSV^ HIV iftJItt IFN-y $HfcIW»ffl)!S£*fefflb^ 

[0034] #3gPJ , HIV env m&=f-&&&t&**? 5 M/ll 3K>L< f± 35 WT? 

o rtvf*^ hiv v??-iskLXMc : &tJ&&tix^z> MVA "W— £U:K:3*v*$6 

^S^-trfc5o ££>{^ -^^^/MCSSVvC, Ad5/F35-HIV £DNA 

j«?^«-t-*ifct*uMbfeo yibo»*tt, aids ©g®£«j«ww#j£ 
Hiw^^o^igoRrtg^^i^urv^t«x.5o 

ife£o DNAr^^fcfcSBBJKD HIV env jtte^£r3g5H-6=¥^ 5 WW 

*fc, l&kW<D**7 5 »L<B 35 ITfyW^^-tt, ifiSfiH* 

^tl^hn^/^^^ (HAART) KJBV^btVtV^ift HIV #J£H>{-/BV v^iVC^ 
5*»M©^7 5 WW 5&L<I2 35 i7fy!?^/^^-«:, Ad5 

\t HIV ©ifc*^iM^$fc*fc*2Efiircfc.5„ *»!fio^5 5 m/n 
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[0035] [Hl]H]m> m&X.V^/VT. MVA-HIV, vPE16, Ad5/F35-HIV£«^cf&m , 

o-fe;vp- *fllfc:te!£U ^VtJK hiv gpi20 *es?v— t m^xx&r 4 

jvmzm%^. hiv gp i6o m&M^mm^m^-f-o 

o 

[|^3]gl3(i, Ad5 ^<99— (Ad5-LacZ)*3«tt^ Ad5/F35 (Ad5/F35-LacZ) 
<BfaII&#tt&W^7^*Srj3H-. ^M^<D 10 f|Oiffe5 10 11 particles (DBM 
7L Ad5 (Ad5-LacZ) Ad5/F35 *<99~ (Ad5/F35-LacZ) & BALB/c 

[H4]H4tt, m&*&'(A'X Ad5/F35-HIV &-?VX\Z&&l,1tf$<D HIV #^#J:fc 
particles tf) Ad5/F35-HIV *<99— ^S^"C^^-L7i e [gltFtfWpfl^&itS 

hiv cds* #«jia<z>«y^sriftmbfc. 4 *7t« 5 pe^^^to^t? 

hZ> 0 M*. i.m. te^pfek i.d. f*&ft, i.p. ttflffl&l*!, s.c. SftTS^U 
Ad5/F35-LacZ fi LacZ *>v^&$&§li-£ Ad5/F35-LacZ *<99— "C£>0x 

[El5]|ll5fi, W&TLV-i^ Ad5/F35-HIV ^y*\Z&&\Jfc$S<D HIV #M#J3l 
•&S/&£i&B#lft{£ ICCS Tyir-ftCiOiRISUfcijgm^i-o 0 0 g f£ 10 10 particles 

o Ad5/F35-Hiv jfeftis-es#bfco Hffoi^ra^its hiv # 

m&) cds* ^©^^muto <ef* 4 ^.tzn 5 EE^^^wfiire&So 0 

4\ i.m. ttffifcU i.d. tt&rt, i.p. tOgJ&tos s.c. fct&T8!-5-«r^U 
Ad5/F35-LacZ {4 LacZ 9l"<?$:3£^tZ> Ad5/F35-LacZ -<99— "C&«^ 

m6W&W<D Ad5/F35-HIV X-Wtti&&.&l,t£&<D$!,&Jfcig&^T<, DNA 79^ ( 
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pCAGrev/env) % •JmVI'*^*— (Ad5/F35-HIV) (10 10 particles/mouse)$r, 
£>5VM*M;fr£ i.m &5V>ft i.d. -C^^M&^Lfc, Mftftffitft 2 Mm § K HIV 

^^tim^L-X^^ film* 10 EEO^^^O^flt^-t-o 
[I37]^^0 Ad5/F35-HIV r^^^bfc^O^^^^-To DNA Vf^X 
pCAGrev/env) , V^/VX^f— (Ad5/F35-HIV)(10 10 particles/mouse)£r. 
fcSV^P^Sr i.m fcSVMi i.d. -C-v^^^S-^-LfCo ft^^^231Pfl g ^ HIV 
#ll#j£i-ffi5?:/&£r ICCS KJ^tfcttiUt, 

mswmwv Ad5/F35-Hiv -?mm-&&s ^^m^^^^vk^^m^^ 

7jk~t 0 DNA!7^>-(pCAGrev/envh ty^;^^?— (Ad5/F35-HIV)(10 10 
particles/mouse)^ ^b>6^2)V^tt^^^^^ i.m fo5VM2 i.d. X^^{ZL^-^Vtc 0 
[U2{^Lfc^^> f rL— /Wt^St, fti^igtf) 2 51P^(iI 5) K 10 8 pfu/mouse 
(D vPE16 !7^=T?M7l^£ i.p.T-S^-b, ^<7) 1 alP^GS 6) ^JS^Sr^i" 
o fptfci 6-10 EE<^^<^¥i^fKT^L;fco ^/Kyh^^etL^^-^^^O^-r/^^ 
#^bT*59, $t#te 10 m<D^^(D^fmU^i~o 

m9^mm(7) Ad5/F35-HIV X*&m$L&, ^thlZ.m<V4^^%£&<D-&&fo<g 0 
DNAr7^^>-(pCAGrev/env) „ VJ/l**^?*- (Ad5/F35-HIV)(10 10 
particles/mouse)^ ¥%hfr&>Z>^UmJj*: i.m fcS^fc}: i.d. X^^\Z.^.^-Vk. 0 
g|2^^Lfc^^— /V0>H 5 10 8 pfu/mouse vPE16 U^^-T^JV^ i.p. 

[nioiiaio^. *^^m7Mr^ @ <Dftmfc&tmmmm<Dm%:&^~ro dna ? 

(pCAGrev/env) , V4fW<99— (Ad5/F35-HIV) (10 10 particles/mouse)£r, 
E^bht^^>\^tn^ i.m i.d. T^^i£^LT&-g£ ; fTo7 v c 0 
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^(pCAGrev/env), V^/V*^??— (AdS/FSS-HIVXlO^particles/mouse)^, if 
■hbfahZ^tiffitt i.m fcSVMS i.d. -C-^^tCS^-bT^^fToyto 

[|gI12]|gi2«:, ^W*^*— (Ad5/F35~HIV, MVA-HIV, rPE16)<Oijfl&&^U 
20 1@£> 15cm ^5/^3.*^#^>ttyc:^/^O^flfi^b/Co 
[@13]iai3«:, Wf&l&^V*, Ad5/35-LacZ £c-5-"V?*:i3«fctfc*3&930> Ad5/35-C 
m HIV/env/gag S^^MfcitS, HIV #^#J IFN- y ^J3*Hi^^t±ib 
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[i] ftmmm 5 mr^/^^^ twas ^smvv* (hiv) <D^>^u-ym &h 
^a*. ii mix?* 35 w.Ty : ;V'Ovw7T'('*— m&hWtttitm&vmife 

[2] K B M HIV &fcf2^— K C M HIV tf^^^ici— :/g fi^lX te^:*!^ 

m$tmuzt£M<D**7 5 M/ii Mt>u<ti 35 mr^ry^/^^^—o 
-K-r^ite^-^*}-, hiv <d gag m^hv<nt<D^m^^mm.^jm^x 

[4] 5 !7r/!?^©77^^-S &^-Ki--5aie^^ > 35 

[5] 5 f7f/!>^i\ ei xm&mmm 5 ^r^v-M/i^sTcra: ei 

<D^7 5 M/ll SfclXtt 35 i77/W;W^-o 
[6] f*5fc^l^ib5£>V ^^^CfE^^7 5 M/ll lt)L<tt 35 MTyV>M/l^ 

[7] u hiv ^E5^-efc^ff *^6tcis«oEmm^ 0 
[8] hiv 7?^i/x~hzm&m6*tzm\cmm<Dmm®.j$.voo 

hiv <D^>^ti-zfm&h^<n^ntmm<Dmm^mir^(D^mi^^~-vir 
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do] fct hiv Mtth\zm\<^tz&<Dm&^6fcb8<D\,^irfti)>\zm&<vmm8.f8.voo 
en] m hiv mtK m&^mmmmm&£V7'virT~^mmm>bmtfftz>'j?ti:<t 

[12] m^mifrtem^-rtiMzmmn**? 5 mm muii 35 irf/w^ 

*5,fctf HIV (D^^n-^S^^^^^I^^^Itg^-rs^:^^ 

— *fctt*^>r/i'^^^— «ris:-^-r5-fcd*e>*s. hiv «is»uft hiv 

[13] »Jfc^lJ&»&5©V^;»xaM;:|Efc<B3M9 5 S/ll »U« 35 WTf/VJ^* 

^<?<?-io£x* tit hiv M&& j *1rzzki>*t&z>s hiv «afeB&mit>L<tt hiv 
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